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ON (54) Title: ANTIBODIES THAT BIND HUMAN INTERLEUKIN- 1 8 AND METHODS OF MAKING AND USING 
00 

^ (57) Abstract: Antibodies that bind human interleukin-18 (hIL-18) are provided, in particular antibodies that bind epitope(s) of 
J? human EL- 18. The antibodies can be, for example, entirely human antibodies, recombinant antibodies, or monoclonal antibodies. 

Preferred antibodies have high affinity for hlL-18 and neutralize hIL-18 activityiw vitro and in vivo. An antibody of the invention 
Q can be a full-length antibody or an antigen-binding portion thereof. Method of making and method of using the antibodies of the 
invention are also provided. The antibodies, or antibody portions, of the invention are useful for detecting hIL-18 and for inhibiting 
ML- 1 8 activity, e.g., in a human subject suffering from a disorder in which hIL-18 activity is detrimental. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows. 

1. Claims: 1-3, 53, 55, 57, 59 (part) and 60 

A compound capable of binding a human IL-18 amino acid 
sequence or portion thereof, wherein said amino acid 
comprises a sequence selected for the group consisting of 
SEQ ID NO: 67 and SEQ ID NO: 68 and methods of inhibiting or 
treating involving the use of said compound. 

2. Claims: 4-10, 39-46 (part), 54 (part), 56 (part), 

58 (part) and 59 (part) 

A human monoclonal antibody, or antigen binding Portion 
thereof, capable of binding to human IL-18 and isolated 
nucleic acid encoding an CDR of said antibody, host cells 
containing the said nucleic acid, method of synthesizing 
said antibody, pharmaceutical compositions comprising said 
antibody, methods for inhibiting or treating involving the 
use of said antibody. 



3. Claims: 11-15, 39-46 (part), 54 (part), 56 (part), 
58 (part) and 59 (part) 

An isolated antibody, or an antigen-binding portion thereof, 
that binds an epitope of human IL-18, or portion thereof, 
comprising an amino acid sequence selected from the group 
comprising seq ID:3 and 33 and isolated nucleic acid 
encoding an CDR of said antibody, host cells containing the 
said nucleic acid, method of synthesizing said antibody, 
pharmaceutical compositions comprising said antibody, 
methods for inhibiting or treating involving the use of said 
antibody. 



4. Claims: 16-21, 39-46 (part), 54 (part), 56 (part) , 
58 (part) and 59 (part) 



An isolated antibody, or antigen-binding portion thereof, 
that binds to an epitope of human IL-18, wherein the 
antibody, or antigen-binding portion thereof, dissociates 
from human IL-18 with a koff rate constant of 0.1 s-1 or 
less, as determined by surface plasmon resonance, or which 
inhibits human IL-18 activity with an IC50 of 1 x 10-6 M or 
less and isolated nucleic acid encoding an CDR of said 
antibody, host cells containing the said nucleic acid, 
method of synthesizing said antibody, pharmaceutical 
compositions comprising said antibody, methods for 
inhibiting or treating involving the use of said antibody. 
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5. Claims: 22-28, 32-35, 39-46 (part), 54 (part), 56 (part), 

58 (part) and 59 (part) 

An isolated human antibody, or an antigen-binding portion 
thereof, comprising at least one vanab e region CDR domain 
capable of binding an epitope of human IL-18 and isolated 
nucleic acid encoding an CDR of said antibody, host cells 
containing the said nucleic acid, method of synthesizing 
said antibody, pharmaceutical compositions comprising said 
antibody, methods for inhibiting or treating involving the 
use of said antibody. 

6. Claims: 29-31, 39-46 (part) , 54 (part), 56 (part), 

58 (part) and 59 (part) 

An isolated antibody, or an antigen-binding portion thereof, 
with a variable region comprising an ammo acid sequence 
selected from the group consisting of seq IDs: 15, 16 and 17 
and isolated nucleic acid encoding an CDR of said antibody, 
host cells containing the said nucleic acid, method of 
svnthesizing said antibody, pharmaceutical compositions 
comprising said antibody, methods for inhibiting or treating 
involving the use of said antibody. 

7. Claims: 36-38, 39-46 (part) , 54 (part), 56 (part), 

58 (part) and 59 (part) 

An isolated antibody, or an antigen-binding portion thereof, 
with a variable region comprising an amino acid selected 
from the group consisting of seq IDs: 26, 27 and 29 and 
isolated nucleic acid encoding an CDR of said antibody, host 
cells containing the said nucleic acid, method of 
synthesizing said antibody, pharmaceutical compositions 
comprising said antibody, methods for inhibiting or treating 
involving the use of said antibody. 

8. Claims: 47-52 

A method of making an antibody that binds human 
interleukin-18 comprising exposing an antibody repertoire to 
an antigen comprising an epitope of human IL-18 or portion 
thereof and selecting from the antibody repertoire an 
antibody that binds the epitope of human IL-18, or potion 
thereof. 
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